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flJi^P^IK linezolid. iSiia « j*/ Zyvox) 

■w^m-^w£Vk, ^.n^a^Mmm^o 2000 ^ 4 
F\^m FDA iE5J:flt«E^ij j^p*p ( 1 )±m. ;STfd 
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Fi];. 1 The synthetic route of linezolid 

TLC^ffl E. Merck l^PjWlSltlia^if^ 
?@#(DC - nlurolle Kieselgel 6OGF254. 0,2 mm 

^E500 mL Rg 110 ml- TLWlZ. 
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i^.n^Bfl: 19.07 mL(0.218 mol),HZ.IBcl2.34 mL 

(0.215 mo\),m-mn.mmjmm-im 3,4-rm 

22.0 mL(0.199 mo\),W,W 72 h, Z^WiZ. 

14^42.70 g. i|5[^:95.0%,mp 112~1131C Ciii^ 
[1] lte^t98%.mp 111 -112*00 'H-NMR(CD-. 
CI3.3OO MHz)5:7.98(dd. IH, Ar-H), 7.89{dd. 
IH, Ar-H), 6.92 (t, IH, Ar-H). 3.87 (t, 4H,— 
CH2OCH2— ) , 3 . 28 ( t . 4H , — CH2 NCH2— ) o 

1.2 3.m-4.^mmmm3]t^t^ 

ft 500 mLnpffi-f .inAaiSfticiti) 8.40 g 

(0.150 mol), 1.4 mL(24.27 mmol). 

30 inL7K.mMtt*r-. 0iTL?g4fc 30 min. immiiii 

<-k-&tl 2(50 mmo\)ilf)Z.mm, in^BSSii2t*J 

30 m\n,mfmi^,m=f-mm,mfii&&m»,i.m 

. WW. m^f-'f^.MT j'fiP /f"j , # e s w 

9.71 g. iBC^:90.98%.i:^ffl^J--Ti;^SJ!iZo 'H- 
NMR(CDCl3, 300 MHz) ^: 6.78 ( t, IH, Ar-H), 
6.45(d. IH. Ar-H), 6.39 (d, IH, Ar-H). 3.85 (t, 
4H, — CH2OCH2— ) , 3 . 02( t, 4H, — CH2 NCH2— ) „ 

1.3 s.^mms-3-m-4-^'^m^m4m-k^ 

ft 1 000 mLmaM'^,1]\l\it^'^3 9.71 g 
(49.47 mniol),166 ml,MPJ,84 mL7jC.0X:,tlA 
7.77 g(92.50 mmol),miillg#. riSiP 
$tfp!K^=iM6.63 mL(50.95 mmoI),it^+16 
Sf, . f# e a S W 5 . 47 g, iS. M A 550 mL &JC 7K M 
-&tl1'(5**-/X = l:2. V: V),rr£bt-^a:6^*t 
i^.ttilg.f#PJil<4^6.83 g,j5;f#El2|ti4l«SMBPl-* 
K^§.5^..-g-^r-'R^;^ 76.10%. mp 123~124:5r 
(:S:iS^[l] itei?:70%,mp 123~124r,)o FAB-VIS 
m/s:330[M*]o 'H-NMR(CDCl3.300 MHz)d: 
7.36(m, 5H, Ar-H). 6.96( t, 2H, Ar-H), 6.67(s, 
1 H, Ar-H ) , 5 . 19 ( s. 2H. — COOCH2 Ar ) . 3 . 87 ( t. 
4H. — CHzOCHz— ) . 3. 04( t, 4H. — CH2NCH2— ), 

1.4 (J?)-[3.(3'-il-4'.il5«S)¥S.ilft.S.Di 

ft 100 mLziari't'(i2orittit 2 h w±). 

*nA4.12 g( 12.63 mmol) (t^t;4, jfeyjcraac^ 
m 50 ml., - 78t: . nK^V, miM 2 mol/L TS 

6.24 mL(12.48 mmol). ^ - 78t:, 
50 min, m M 1 .60 mL ( R )-!! tf ftfi T B$ 
(12.75 mmol. 5 mL 5t* THF), - 78'C, S 
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1 h,m*mm,'n^MM-^ \f> h,iiiM±m 
nM'i&,ta\ 2 mL mMU\t'&m'^,m'fm 

5•J^fitgri.^#efi5fcaJg@#2.64 
70.56%, mp 112- 113r, (S:iSR[l] itiC^:85%. 
mp 112~114lC)o FAB-MS /n/s : 297. 1 [ M + 
H*](100)„ 'H-NMR(CDC1:,. 300 MH,t)*:7,43 
(dd,lH,Ar-H),7.09(dd, IH. Ar-H). 6.96(i. IH. 
Ar-H). 4.73(m, IH, H-5). 4.02(m, 3H, H-4.— 
CHiOH). 3.87 ( I, 4H.— CH2OCH2— ). 3.76 (d. 
IH, 4-H). 3.06( t.4H. — CH2NCH2 -)« 

1 .5 ( R )-[3-( 3'.S-4'-DgW«) ^S-2-ilft-5. 

ft 100 mL .3Pffi4'. Ill] A 50 mL >ti7Xr.M 
EP'JK. 2.62 g(8.84 mmol) itir^ 5, = 2L 
2.43 ml-(17.43 mmol),0X:.}i"*ll?'IM'tH 0,954 mL 
(12.32 mmol),KiS20 min. liiM±-&&^U}^, 

^■a,»afifHfl£ 3.21 g, 96.97% c FAB- 
MS m/z: 374.1 [M* ]« 'H-NMR (CDCI3, 300 
MHz) 5: 7.45 (dd, IH, Ar-H), 7.11 (m, 2H, Ar- 
H),4.93(m, IH. H-5), 4.47(m. 2H, — CH^OH). 
4.12(1, IH, H-4), 3.95 (d, IH, H-4). 3.10 (t. 
7H,— CH3SO2CH2OCH2— ). 3.08 ( t. 4H.— 
CH2NCH2— )o 

1.6 ( R )-[ ,V.3-(3'-il-4'-05*S) $»-2-aft- 
5-0ii*^^S] ¥S^|5^-¥i5t3EJS (7) W^/S 

ft 100 mI,Zalfa=f ,1jnA 800 mg(2.139 mmol) 
it^^ 6, 10 mL DMF, ?c/KfS^K^ 591 mg 
(4.278 mmol), ^JP « " Ef St SE Sfc 475.8 mg 
(2.567 mmol), SOICJz.^S 1.5 h, "Iff DMF. ^!5$ 

^£jS,mp 197~199r:o 

1 .7 ( S )-[3.(3'-S-4'-a^iltt® ) $S-2-aft-5-IlS 
<*:^S]¥SZ:ifcK(i)6D^« 

. ft 250 mLHD)lS4',ttlA-ft-irtl 7. ^7K2- 
&^100 mL.my.'An:/^ 25% ^IKyKif fg4.63 mL 
(21 .39 mmol), (hISK 1 h. mT'mft'\,Wmit'^^ 8 
(!MpT.),iinA0.1 moi/L £feic?ff >K 50 mL, 2,8x2, 
HI^^SiWtX.yJCffiiffSM 100 mLHnlfti't'.ffiiiS 

mw.M.itmMmm9S.mpu fi~9), i}i\KQ.6\ mi. 

(6.417 minol)Z,?^fF,Sj!2 10 min, <Lm<L^^ 
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fifeiai^ 429.8 ms,^^:55.0%Us 3 ^&.!S.)o 
mp 182 - 183. SX: CiC iSX [ 1 ] mp 181.5 ~ 
182.5"C)6 FAB-MS »./•«! 338.1 [M + H*]o 'H- 
NMR{CDClj.3O0 MHz) ^: 7.47 (dd, IH. Ar-H), 
7.06(dd, IH. Ar-H). 6.99( t. IH. Ar-H), 6. 13(br 
s, t. IH,— NH— ), 4.77 (m, IH, H-5), 4.02 (t, 
IH, H-4), 3. 88( t. 4H. — CHzOCH^— ) , 3.75 (dd. 
IH, H-4). 3.65 (m, 2H,— CHjOH). 3.09 ( t, 
4H, — CH2NCH2— ) . 2 . 02 { s, 3H. — COCHj ) o 
C-NMR(CDGlj. 75.46 MH/.) <5: 171 .10. 157.25, 
154.39 (d), 136.77. 133.15, 119.08, 114.12, 
107.92 (d). 72.13, 67.23, 51.33 (d), 47.97. 
42.32,23.50„ 

fPig2®^nMfi^m* io%&^j Pd/cai^^k^ia 2 
mm.mms.^ 16 h.p.-^WLC>mmmrm± 

i^:i3 91 %,iiSL^miiic 2)X^:/Tm'^ summit 



sL&Rm^i ho 4)xWiiT'&^)^^mnz.mm 
miz^mit. vm^i^mmzmmYM x » 
i^^s, TLc *fii±^fio 

!©jEK5S^. "ft^^*; 91 % . ^xm:ffi&^j&. 

igl-X&3fS3^Rl^1Si:m:^ 25.48%.-^i'[}K[l]tt 
m(.25.\l%m^,.^M^y3 11.30% ;JS-f^fiJ 15, 

■:s^,br^^n;&mmmm, 15 h nm^^is 

[1 ] Brickners SJ. Hutchinson DK. Rarbachyn MR, et al . 
Syntheii.s and antibacieriul aciivity o{ U-100766 and 
U-100592[J].J Med Chem. 1996.39{3):673-679. 

[2] I.irondo L, Rnbasseda X, Custaner J. Linezolid [ J ] . 
Drugs Fulure, 1996, 21 ( 11 ): 11 16 - 1 123. 

ifeac, 2002. 11(5) !378- 380. 



Modification of the synthetic technology of linezolid 

MENG Qing-guo, LIU Jun 
( Institute of Medicinal Biotechnology, Chinese Academy of Medical 
Sciences & Peking Union Medical College, Beijing 100050, Onwa) 

.Abstract : Aim To synthesize linezolid and modify hs synthetic technology. Methods Linezolid has been .syn- 
thesized through substitution, reductiori, acylation, conden.sation. esterification, substitution, aminoly.si.s and 
acetylation from the original material 3,4-difluoronitrobenzene. Results Linezolid has been synthe.sized in the 
total yield 11.30% and the result is similar to the literature result without using NaNj. Conclusion The 
modified technology is very convenient to operate with low cortsumption and complete safety. 
Key words: medicinal chemistry; preparation; process research ; linezolid 
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